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agent, thel^atio of said drug substance to said surface modifier is 1:1 to 5:1, the amount of 
said surface mo9ii;er is in the range from 0.2% w/w to 5.0% w/w, and said volume weighted ^0 
- mean particle size is^bt^creased more than two-fold during and after terminal steam ^ fi^^^^ )l 

sterilization, and wherein s^id^composition is sij bstantiall^ jcompl etely o f surfactants 

that rgguir e during terminal ste anhs^eri lization elevation of their cloud pomt temperature by 
Edition of a cloud point modifier and 
coagulate on steam sterilization. 

2^ (Amended) The composition of claim 21 or claim 22, wherein the suspension also 
includes a non-surfactant additive to adjust osmotic pressure. 

2^. (Amended) The composition of claim wherein the polyhydroxy compound is selected 
from the group consisting of trehalose, lactose, dextrose, sorbitol, dextran, maimitol, and 
mixtures thereof. 




-V _ 

(Amended) The composition of claim 2^ wherein the suspension also contains a 



pharmaceutical excipient for ophthalmic, peroral, or transdermal administration of the water 
insoluble or poorly soluble drug substance. 



Previous claims 33-37 have been renumbered as 32-36 below: 



3^. (Amended) The composition of claim 2^1^ wherein the active substance is a sterol. 
V 3^- (Amended) The composition of claim 3^, wherein the sterol is alfaxalone. 

(Amended) A lyophilized or spray dried powder prepared from the composition of claim 



^^vjAt^"^^ 35. (Amended) A compositioij^^b€>(^din^ claim 22, wherein the water-insoluble or poorly 
jT water-soluble drug substancd(issuitabl^j^ immediate release or sustained release 
f delivery of said drug substanceBy^paj^nteral adHi^nist^ 

^ (Amended) The composition of claim wherein the parenteral administration is 
intramuscular, intravenous, or subcutaneous administration. 

O ^TAdd ^the following claim^^ J \\ 
(New) The composition of claim ^i^, wherein the immunosuppressive agent is a cyclosporin. 
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wherein the ratio 
agent being 



) Ai\aquec),us suspension co mprising particles of a water insoluble <^poor|y soluble ^o7 
iVe^ubstance, o^orjn ore surfa ce^modifiers, and a pharmaceutically acceptable, ^ ^ ^' 
ol yhydroxy the nnoprotecting agent, sealed in a vial under nitrogen atmosphe re, M * ^ ^ ^ 
yfjthe active substance totEe surface modifier and/or the thennoprotecting - o f\n 



; particl 



t /sterilization, and the 
V about two-fold of the volume we 



ttie active substance totEe surface modifier and/or the thermoprotecting 
to provide paiSclesize SaBiTitjraaring and after terminal steam 
subsequent to terminal steam sterilization is not more than 



fit) 



sterilization. 



39| (New) 



ted mean particle size prior to the terminal steam 
aqueous/suspension compnsmgsparticles of a water insoluble or poorly^oliible 



or 




la / 



biologically acfive-silDstance, one or more surfadis^odifiers, and a pharmaceutically acceptable, 
water soluble polyhydroxy thermoprotecting agent, s^led in a vial under nitrogen atmosphere, 
the ratio of the active substance to the surface modifier and/or the thermoprotecting agent being 
selected to provide particle size stability during and after tOTmnal steam sterilization whereiirttie — ^ 
particle size subsequent Jtoterminal steam sterilization is hot mis^rc than about two-^d-eft^e ^ • ^f^^ 
volume weight^ mean panicle size prior to the terminal steam sradlization,\wherein the ^J^ 



suspension is^substantially devoid of surfactants that reguiie^ek^ atomQf ^ cloud point u ^^^^ 

temperature by addition of a cloud point modifier for fiirther stabilization\ , ? '^^^f 



p(7 



4p. (New) The suspension of claim 3"^, wherein the pH of the suspension before terminal steam 



sterilization is from about 5 to about 9. 



(New) The suspension of claim 3^8, which also includes a non-sxirfactant additive to adjust 
osmotic pressure of the suspension. 



42. (New) The suspension of claim 3 % which also includes an amoimt of a non-surfactant 
additive such that, on diluting the suspension with a pharmaceutically acceptable diluent suitable 
for parenteral administration to a pharmaceutically acceptable concentration for parenteral 
administration, a suitable osmotic pressure of the diluted suspension results. 

\^ (New) The suspension of claim wherein the tiiermoprotecting agent is selected from the 
group consisting of trehalose, lactose, dextrose, sorbitol, dextran, mannitol, and mixtures 
thereof 
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«^*^^>:5ci.^'^|p?' 44. (New) The suspensilxi^ claim 38, wherein the one or more surface modifiers are natural 

phospholipids or synthetic phc 

^ \^ (New) The suspension of claim wherein the natural phospholipid is an egg phosphoUpid 
or soy phospholipid. 



_^^u3c-v^^ 46. (New) The suspension oTctaina^, wherein the amount of the surface modifier provides a 
< ^ / biologically active substance to surfacelrlDdi^^rratio of up to 5: 1 . 



47. (New) The suspension of 
range fi-om about 0.2% w/w to 




wherein the amount of the surface modifier is in the 
w/w. 



r\ Uh 48. (Ne\f) The suspension^Q^^claim 38, wherein the composition also contains a pharmaceutical 

excipienl suitable for^hthahmS^p^^ral, or transdermal administration of the water insoluble 
or poorly^Qluble biplogically active substoice. 



4^. (New) The suspension of claim 3'^, wherein the active substance is an antifimgal agent, 

5^. (New) The suspension of claim 4^, wherein the antifungal agent is itraconazole. 

^0 1^ . (New) The suspension of claim 3^ wherein the active substance 
drug. 



IS an mimuno-suppressiye 



(New) The suspension of claim 5^ wherein the immuno-suppressive drug is a cyclosporin. 
(New) The suspension of claim wherein the active substance is a sterol. 
5^^. (New) The suspension of claim 5^,^herein the sterol is alfaxalone. 
55. (New) AJyophilized or spray^ ^roU^powder pr^ ired firom the suspension of claim 38. 



— ^ V 56. (New) The suspenSbn^if^aim 38, wherein'the water=4i3soluble or poorly water-soluble 

-^''^^T^ active substance is aTa'Cengg^xati^L^suitable fc^ either immediate release or 

X sustained release delivery of the activesubstaitt 



teral administration. 
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37. (New) The suspension of claim wherein the parenteral administration is intramuscular, 
intravenous, or subcutaneous administration. 



Jew) A method for preparing an aqueous suspension comprising particles of a water 
insolhble or poorly soluble biologically active substance, one or more surface modifiers, and a 
pharmacfentically acceptable, water soluble polyhydroxy thermoprotecting agent, the aqueous 
suspension nk^g particle size stability during steam sterilization such that the increase in 
volume weighteosnean particle size during steam sterilization is not more than about two-fold, 
the method comprising sealing in a vial under nitrogen atmosphere, a composition comprising 
water, particles of a wateKinsoluble or poorly soluble biologically active substance, one or more 
.surface modifiers, and a phah^ceutifeally acceptable, water soluble polyhydroxy 
thermoprotecting agent, and st)©™*steriUzing the suspension in the vial. 

59. (New) The method of clmTri-4S7A\4CT€inthe one or more surface modifiers are natural 
phospholipids or synthetic phospholipids> 

60. (New) The method of claim 58, wherein the\atio of the amount of the biologically active 
substance to the amount of the surface modifier is CTom 1 : 1 to 5 : 1 . 

61. (New) The method of claim 58, wherein the polyhydraxy thermoprotecting agent is selected 
firom the group consisting of trehalose, lactose, dextrose, sorbitol, dextran, mannitol, and 
mixtures thereof. 

62. (New) An aqueous suspension prepared by the method of claim 



